2 Introduction: The pathophysiology of osteoarthritis (OA) involves wear and tear, and a state 3 of low-grade inflammation. Wear and tear leads to tissue degradation and tissue repair 4 responses, including tissue growth factor beta (TGFβ)-induced myofibroblast production of 5 extracellular matrix (ECM). Fibronectins are an essential part of the ECM, and injection of 6 fibronectin fragments into rabbit joints is a previously established animal model of OA.
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Background:
2 Osteoarthritis (OA) is a very common disease affecting approximately 60% of the population 3 by age 65 years with no current therapeutics approved for preventing disease progression. The 4 pathophysiology involves wear and tear and a state of low-grade inflammation, which has 5 generated the hypothesis that OA could be a chronic wound [1] [2] [3] . Thus, wear and tear leads 6 to tissue degradation followed by tissue repair responses including tissue growth factor beta 7 (TGFβ) induced myofibroblast production of extracellular matrix (ECM) [4] . ECM molecules 8 and breakdown products can then function as danger associated molecular patterns (DAMPs) 9 leading to activation of the immune system through activation of Toll-like receptors (TLRs) 10 on macrophages [5] .
11
Fibronectins (FNs) are an essential part of the ECM. The active FNs consist of several 12 isoforms and peptide fragments with individual functions [6] . FN produced by fibroblasts is 13 thus a result of both alternative splicing potentially incorporating extra domain A (ED-A) or 14 ED-B and proteolytic cleavage by enzymes such as plasmin [7] .
15
The association between FN and OA is already established [8, 9] . Injection of FN 16 fragments in rabbit joints lead to many characteristics of OA including cartilage degradation 17 and bony spur formation and is now an established animal model of OA [10] . 23 Correlations were made using Spearman's Rho. Ratios were log transformed and analyzed 24 with the paired t-test. In all tests, the level of significance was a two-sided P value of less 
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